Should we genotype the sperm of fathers from patients with 'de novo' mutations?
In the October 2019 issue of the European Journal of Endocrinology, Lin et al. reported a de novo heterozygous nonsense variant in the PHEX gene in an X-linked hypophosphatemic rickets patient. Lin et al. described a germline mosaicism in the sperm of the unaffected father of the proband, providing the opportunity to discuss the concept of isolated germline mosaicism. Upon fertilization, a human zygote inherits half of its genome from the mother via the oocyte and the other half from the father through the sperm. In addition to the genetic information passed on from generation to generation, each of us is born with a small number of novel genetic changes - de novo mutations - that occurred either prezygotically or postzygotically. A typical human genome varies at 4 to 5 million positions compared with the human reference genome. All of this genetic variation must have occurred as a de novo germline mutation in an individual at least once in human evolution. The occurrence of novel mutations in each generation explains why reproductively lethal disorders continue to occur ...